


82052 Federal Register / Vol. 45, No. 241 / Friday, December 12,198D 1 Notices 

DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

Food and Drug Administration - . . * 
[Docket No. 79P-64641 ’ 

Response to PetitIon Seeking 
Withdrawal of the Policy Described in 
the Agency’s “Paper” NDA 
Memorandum of July 31,1978 
AGENCY: Food and Drug.Administration. 
ACTION: Notice. 

SUMMARY: The Commissioner of Food 

discussed below, at the Dockets ’ 
Management Branch (HFA-3051, Food 
and Drug Administration.) The 
memorandum was entitled “NDAs for 
duplicate drug products of post-1982 
drugs,” [hereafter referred to as the July. 
31 staffmemorandum]. It advised in 
pertinent part as follows: 
\ A ~IIQ marketed for the first time after 
1962 u&r aa approved new dre9 application 
mav be merketea by a second firm ouiy after 
the-second Erm has-received the appr&l of 
a full new drug application for that product. ’ 
Current agency policy does not permit 

, Ah’DAs for UlIspurposa Present _ 
interuretation of the law is that no data in an and Druns has considered a petition 

(Docketho. 79P-O4tl$ that the agency . 
policy described in a staff memorandum 
of July S&1979, on WDA’s for Duplicate 
Drug Products of Post4962,Drugs’l be 
&&awn and implemented, if at a& 
only after it is published in the Federal 
Register as a proposal subject to notice- 
and-comment rulemalcing. This notice 
announces that the Commissioner has 
determined that the policy stated in the 
memorandum does not require 
rulemaking procedures, that the policy is 
a lawhrl exercise of FDA’s statutory 
authority, and that thepublic health and 
safety would be best served by 
continued implementation of the policy, 
popularly known as the “paper NDA” 
policy. Therefore, the current stay +m 
implementation of the policy, granted by 
the Commhasioner during the period of 
consideration of the petition, will extend 
only to and including December 22,19&J, 
EFFECTIVE DATES: Denial of Procedure 
Requested In Paper NDA Petition: 
December 12,198O; resumption of 
implementation of Paper NDA Policy: 
December 23,198O. 

’ ND~can be utilized to support another NRA 
without express permission of the original 
NDA holder. Thus, in tbe case of duplicate 
NDAS for aheady approved post-1962 drugs, 
the agency will accept publtshed reports as 
the main suuuortina documentation for safety 
and effectiieiess. ‘&be agency will not - 
interuret the “full reports of investigations” 
phraie in the law [zi U.S.C. 355(b)(i)] as 
requirbrg either case reports or an exhaustive 
review of all p&shed reports on the drug. 
Dependtng upon the quality of the published 
data, selected pre-chntcal and perhaps 
additional clioical studies may be required of 
tbe new sponsor prior to NDA apprpvaL 1 
(Statutory reference added) 

Because the July 31 staff memorandum. 
referred to -the use of literature reports 
as the main suppo&ng documentation 
of a drug’s safety and efficacy, such a 
submission became known as a “Paper 
NDA.” While the agency has relied on 
and continues to rely on the information 
in the scientific literature in the NDA 
review process, the paper NDA is 
contrasted 66th a new drug application 
which, white it may contain reports from 
the published literature, also contains 
reports of investigations for which raw 

. data (such as laboratory reports, or 
physician evaluation forms) are 
included or are available. The latter 
application usually ia submitted when a 
sponsor has conducted clincial 
investigations of a new chemical entity, 

‘~new~formulation, or new indications, 
while paper NDA’s have been submitted 
whenever adequate reports exist in the * 
scientific literature. 

ADDRESSES: C0mIllUUiCati0Il.9 
concerning this notices shotild be 
identified with the docket number 
appearing in the heading of this notice 

, and addressed to the Dock&s 
Management Branch (formerly the 
Hearing Clerk’s office) (HPA-gOS), Food 
and Drug Administration, R~L 4-62,5600 
Fishers Lane, Roclcvihe, MD 20857. 
FOR FURTHER INWRMATION CONTACT: 
Carol A. Kimbrough, Bureau of Drugs 
(HFD-32), Food and Drug 
Administration, 5600 Fishers Lane, 
Rockvflle, MD 20357,301-443-3650. 
SUPPLEMENTARY INFORMATION: . 

I. Introduction 
On July 31,1978. the Associate 

Director for New Drug Evaluation of 
FDA’s Bureau of Drugs sent a * - 
memorandum to the directors of the 
bureau divisions responsible for new 
drug application (NDA) review. [The 

_ 

memorandum is attached as exhibit 1 to 
the petition which is on file, as 

The significance of the paper NDA 
policy as applied to duplicate products 
of post-1962 drugs arises from its 
capacity to eliminate the need for 
duplicative drug product testing. men 
it is well established in the literature 
that a drug is safe and effective for a 
particular use, the agency believes that 
there is n,o valid scientific reason to 
require more tests’tn animals and 
humans tc show that the same drug is 
safe and effective for the same use. Such 
tests are ethically questionable because 
they may expose human subjects to risk 

without medical justification, and they 
ere wasteful of limited resourcea, 

The paper NDA policy is also 
significant due to its potential effects on 
prescription drug competition. As a 
practical matter, the requirement for the 
submission of raw data to substanliate 
studies may serve as an entry barrier lo 
potential competitors because raw data 
usually are available only to the person 
conducting the studies, e.g., the 
originator of a new drug. If the sponsor 
originator of an approved new drug 
application can maintain sole access to 
the raw data underlyhrg studies of 
safety and efficacy, the only way 
[absent a paper NDA policy) in which 
any other sponsor could attempt to 
secure an approved application for 
marketing the same d.%g would be to 
conduct additional fand duulicativel 
studies of the drug. in the lOwsuit, - 
discussed below, thatpreceded this 
petition, the petitioners admitted that 
they object to the paper NDA policy: 

+ l l because a compettug manufaclurur 
wbmbrg approval of a duplicate product 
without havtug borne the expanse of cl&al 
investigation end the “raw data“ required of 
the pioneer eppltcsut wth have a loss coally 
product, tbe marketing of whtch would place 
the pioneer applicant at a compclitivc 
disadvantage. 
Hoffman-ta Roche, Inc..v. Harris, 464 R 
Supp. 58.62 [D.D.C. 1979) 

The agency believes that the paper 
NDA policy will help to reduce 
prescription drug costs through 
tncreased competition that can result 
from the marketing of generic drug 
products. The policy is, therefore, 
consistent with departmental and 
agency initiatives to reduce health care 
costs. For example, in January 1070 the 
Department of Health and Human 
Services (then the Department of Health, 
Education, and Welfare) and the Federal 
Trade Commission released a Model 
State Law to assist the States in 
developtng new or more effective 
legislation governing generic drug 
product selection. FDA has published a 
list of approved prescription drug 
products with therapeutic equivalence 
evaluations. [See 45 FR 72583; October 
31,193O.) The List has the potential for 
assisting the States in reducing 
prescription drug costs as they provide 
health care services that include the 
purchase or reimbursement of drug 
products and for assisting the States in 
reducing drug product costs to private 
citizens who purchase such products 
from pharmacists operating under State 
laws that authorize generic drug produot 
selection. FDA believes that the paper 
NDA policy will help to eliminate 
unnecessary testing, conserve soiontiSi0 
resources, and encourage competition, 
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II. The PeUUon . 
On January 10.1980, two drug 

ma&a&rem, Hoffinan-La Rot&, Inc., 
and American Hospital Supply Corp., 
and the Pharmaceutical Manufacturers 
Association (FMA] jointly petitioned 
that the paper NDA policy, as described 
in the staff memorandum of July 31, 
1978, be implemented, if at all, onlyafter 
publication in the Federal Register as a 
proposal subject to notice and 
opportunity for comment as required, 
petitioners contend, by the 
Administrative Procedure Act, 5 U.S.C. 
853, and the agency’s procedural 
regulations,.21 CFR10.40. (The petition, 
the exhibits submitted with the petition, 
additional exhibits referred to herein, 
and correspondence concerning the 
petition received from the public have 
been filed with the Dockets 
Management Branch, Food and Drug 

- Administration, and may be seen from 9 
a.m. to 4 i.nt, Monday through Friday. 
The petitioners also seek a ruling that 
the policy stated in the memorandum 
canndt be promulgated without 
congressional authorization. 

The petition followed a lawsuit 
brought against the agency by Hoffman- 
La Roche [later joined in a consolidated 
suit by American Hospital Supply Corp. 
and the PMA) in which the plaintiffs 
sought to have the court prevent the 
FDA from apbroving any application by 
a competing drug manufacturer for 
approval to market a generic version of 
a drug previously approved by the 
agency subsequent to 1982, unless the 
competing applicant filed reports of 
cIinicaI tests to support the drug% safety 
and efficacy, and the raw data were 
supplied to or make available for the 
agency..Three parties intervened in the 
law suit in support of the policy stated 
in the July 31 staffmemorandum: 
Natipnal Association of PharmaceuticaI 
Mamfachuers; American Federation of 
Independent Pharmaceutical 
Manufacturers, and IMS Limited (the 
company UGit has obtained the first 
approval of a literature supported NDA 
for a generic version of a post-1982 
drugI* 

The court dismissed the complaint on 
the ground that the plaintiffs had failed 
to invoke or exhaust their remedy under 
the Administrative tiocedure Act, 5 
U.S.C. 553(e), in that they could and 
‘should have petitioned the 
Commissioner, using the administrative 
procedure provided in 21 CFR 10.28, 
before seeking judicial intervention. 
Hoffman-La Troche, Inc. v. Harris, 484 F. 
Supp. 58 (D.D.C. 1979) notice of appeal 
filed, (DE. Cii., February 19.1980). 

III. The Requirement of the Fadoral 
Food, Drug, and Cosmetic Act for “FuU 
Reports” of Investigations Showing 
Safety and Effectiveness 

The Federal Food, Drug, and Cosmetic 
Act (the act). as passed by Congress fn 
1938, established a system of premarket 
clearance for drugs under which 
proponents of a drug were required to 
submit to FDA a new drug application 
containing, among other things, data 
showing the drug’s safety. (See section 
Un@][l) and SOS(a) of the act as 
enacted: 52 Stat. 1041 and 52 Stat 1052.) 
In 1982, Congress amended the act to 
require a showing of effecUveness as 
well as safety before an NDA could be 
a$pmved. (See 21 U.S.C. 3% (b) and [e).] 

The contents of an appSicaUon are 
prescribed in 21 U.S.C. 35S(bl and, in 
pertinent part, are required to include 
“filI report3 of investigaff ens which 
have been made to show whether or not 
such drug is safe for use and whether 
such drag is effective in use” (Zl U.S.C. 
388(b)(l) (emphasis added).) As a matfer 
of historical fact, most NDA’s have been 
and continue to be submitted for 
compounds about which extensive 
public information is not yet available. 
For such applications, the “full reports” 
requirement of 2l U.S.C. 355(bJ(l) 
generally will operate to reqti the 
availability for inspectlou of the data 
underlying the reports of hweslfgalfons 
of the safety and efncacy of the drug. As 
a consequence, manufacturers must 
generate the neededevidence of safety 
and effecUveness by conducting or 
sponsoring their own investigations. 
Raw data which provide the basis for ; 
the submitted reports are required to be 1. 
available, and the regulatrons, as 
applied to such applications, require 
that such data be maintained for 
inspecbioh should the FDA decide that 
an inspection is desirable or needed (n 
C%.R 314.l(c)[2)l2.c.]. 

The accessibility of raw data is 
usually regarded as a necessary 
safeguard for reports of investigations of 
a new compound.-In most cases 
information about such a new 
compound is Iimited: reports in the 
literahue, if any, are scanty and 
preliminary. Consequently, FDA 
decisions to approve NDA’s for such 
new compounds must be based upon 
reports submitted by the company. 

.Conside&g the megnitude of the 
finauc1e.l commltmeiit to necessary 
studies, them is motive as welI as 
opportunity to submit false or 
n&lea* reports favorable to the drug 
if raw data are not available for 
inspection. In addition, there is 
understandably a sincere hope by the 
companies and their investigators that a 

drug will be a valuable new therapy. 
The operation of bias that may lead 
Interested persons ta minimize adverse 
data and overemphasize favorabIe _ 
results cannot be discounte&The 
knowledge that the data may be 
checked inhibits a tendency to give - 
effect to unconscious bias and provides 
tm important external check on ihe 
veracity and quality of the reports that 
a~ based on such data. It is therefore 
the PDA% usual practice to examine 
pertinent raw data reports of origfnal 
research sponsoreil by drug companies 
on their new compounds. (See the 
statement providing background 
informaUon prepared by Marion J. 
Finkel, M.D., Associate Director for New 
Drug EvaluaUoa Bureau of Drugs, 
paragraph 18, filed with the FDA 
Dockets Management Branch as Exhibit 
A (hereafter referred to as ‘Tinkel _ 
statemenr’]. 

The applicable regulations also reff ect 
the fact that most NDA’s are submitted 
for new compounds. For example, the 
regulations require the submission of 
reports on preclinical studies (i.e, 
laboratory and animal studies) 
performed by or for new drug 
applicants; 21 CFR 314.l(c][2)1O.b. 
stales: 

b. Detied reeorts or meclinical 
iavesligatious, i&di&aU studies made on 
loborafory animals, (he methods used. and 
the resatis obtaiued should b’e dearly set 
forth. Such hfomiatfon shotddinclude l l l 

a  stotement o/where the tivest.r;pOtitms were 
conductedand where the underiykg data are 
avaiIable@trspeclion. [I?mphasis added.) 

Similar requirements apply to &&al 
investigations to show the safety and 
effectiveness of the drug. In pertinent 
part, 21 CFR 314.1[c)[2)12.c. describes 
the ioformation to be submitted as 
foUows: 

c. Reports of alI cliakal tests sponsored by 
the appllumt or received dr otherwise 
obtained by the applicant should be attached. 
These reports should in&de adequate 
infarotation wncem& each subjeat treated 
wlh fbe drug or employed as a wntml l l l 

together with an o&ion as to whethersucb 
effects orresukz are attributable to the diug 
unde.rinves@aUon andastateatent ofwhere 
tbe underlying data are avaiIabIe far 
impectfon. OrdinaGly, the reports of clinical 
studies will not be regarded as adequate 
unkss they include reports from more than 
one hdependeat competent investigatorwho 
maintains adequate case histories of au 
adequate number of subjects l * l . 
(Eu~phasSs added] 

However, the new drug regulations 
also anticipate thatNDA’s may be 
submitted for compounds that are not 
anlimly new discoveries. Thus, 21 CFR 
314.l[c1(2)lO.d requires the submission 
Of: 
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l l l a fist 4 litemhuemfAnce*(if . 
available) to f a I otherprdinical infonnation 
known to the apphant, wfietherpublishedor 
unpubhkhed, that is pertiutznt to an . 
evaluation of the safet end effectiveness of 
the drug. (Emphasle a B ded.) 

-ShihcIy, 21 CFR 314.1@](2)12.3. . 
l requires the submission aE , 

e. Ali iuformation perthrent to an 
evaIuation of the safety and sffectivenese of 
the 

9 
recsived or otherwise obtained by 

the app cant from any source, iuclud@ 
informatipn derived hum other inveetlgation8 
or commacdal mackattng l l l , or reports in 
the scientij% Iitehttrm involdng the drug 
that isthe subject of the application and 
related drugs * l l . (Emphaste added.) 

While FDAusually examines 
pertinent raw data underlyingreports of 
original researchsponsored by drug 
companies on theirnew compounds, 
only in’s very rare instance’would aIi 
raw data be submitted to or reviewed by 
FDA, Complex studies in large patient 
populations produce tens of thowaxids ‘, 
of pieces of raw data in the form of 
Iaboratory reports, patient diaries, ’ 
physical examinationreports, drug 
diapensingrecocds, andnumerous other 
cecords:The agency does not request 
manufacturer8 to~subniit aii raw data in 
their NDA fihngs, but requires that such 
data and records be maintained 
available for in8pection. (Seel?inkel 
statement, paragraph 19.) 
IV. FDA’s Relian9e on Published 
Literature To Satisfy the Y?tdl Reports” 
Requirement of the Act 

In contrast to FDKs requirement for 
the availabiiitv of raw data for studies 
on new comI&nds, FDA has for 
decades relied on published reports-for 
which raw data are not usually 
available-of adequate and well- 
controlled clinical investigations from 
the scientific literature. FDA has relied 
onsuch reports a8 “substantial 
evidence” of a drug product’5 safety and 
effectiveness and as “fuli reporW of 
such investigations, as required by2l 
USC. 355(b) and 21 CFR 314.l[c)[2)12.c. 
(See Finkel statement, paragraph8 29- 
27JThis policy reflects the agency’s 
recognition of the reliability.of a group 
of independently published report5 of 
adequate and weli-controlled studies, ali 
of which reach consistent conclusions 
about the safety and effectiveness of a 
drug. (See Finkel statement,paragraph 
17.) Thereports are often subject to peer 
review prior to publication, and all 
publtehed reports are.potentiaIiy subject 
to widespread critical review after 
publication:Other researcher5 may 
initiate stu@es to co&m reported 
findings. Through this process, which 
rarely involves the scrutiny of raw data 

. by a researcher’s peers, reported 

scientific observations are chahenged, 
retested, and confirmed or rejected 
Thus, the verification of pubiished 
report8 of research is not accomplished 
through the examination of raw data but 
rather tbrougb public exposure of the 
results ofretesting by other8 engaged in 
similar research. (See statement of 
Mortimer BJJpsett, M.D., filed with the 
FDADockets Management Branch as 
Rxhibit B, paragraphs l4-16,18,20-21 
(hereafter “Lipsett statement’7.) The 
validity of thi8 veriflcatibn process is 
also demonstratedby the requirement of 
some countries that studies must have 
been accepted for publication in an 
approved’scientific journal before they 
may be considered in support of a new 
drug application (See, e.g., . . 
PhaxmaceuticaIAdtration in 
Jopan, 2d ed. p. 19 (1380], fiIed with the 
FDA Docket8 Manasement Branch as 
Exhibit C.) - 

As discussed below, FDA’s reliance 
on published report8 to satify the “fully 
reuorts” ceuuirement of 2l U.S.C. 355ibl 
is-tiustrated by FDA’s practice of _ - 
relying on such reports in the review of 
pre-1962 drugs for effectiveness, the 
approval of new indicate8 and lableing 
changesfor marketed drug8, the . 
approval of some pioneer MDA’S and the 
approval of duplicate drug products of 
POSt-1962 dNg8. 
A. AbbreviatedNewDrug App&ations 
for Generic Formulations of DESI+rgs 

Atec Congress amended the act in 
1962 to require that new drugs be shown 
to be effective is weE as safe, FDA was 
faced with the task of reviewing over 
4,000 drug formulations and 29,ooO 
products to determine whether they 

*were effective for the indications in their 
labeling. Because FDA lacked the ’ 
resources needed to accomplish this 
task on it8 own, it obtained the ’ 
assistant% of the National Academy of 
Sciences/National Research Council 
(NAS/NRC). The NAS/NRC reviewed, 
among other things, the publicly - 
available studies on each of these drugs; 
under the guidelines established by the 
NAS/NRC, the effectiveness review 
specificaiiy considered published 
report8 iu the iiterah&(See 
PharmaceriticaIManufactunxs Assn. v.. 
Finich, 307 F. Supp. 858,894 @. Del. 
197O)J The NAS/NRC advised FDA of 
it8 conciu8ion5, which, for the most part, 
the agency adopted as part of it8 Drug 
Efficacy Study Implementation (DES11 
program. 

In the course of the DESIreview the 
agency modified itsnewdrug . 
applicationrequirements for generic 
formulations of drugs that .were 
reviewed.by the NAS/NRC endivere 
found to be effective. Under the 

modified requirements, NDA’s for 
generic version5 of these pre-1992 drug8 
may be abbreviated when the efficacy 
criteria have been satisfied through the 
DES1 review. Such abbreviated now 
drug application8 (ANDA’s) are not 
required to contain any safety and 
effeotiveneas data other th5n the ’ 
bioavailabiity studies, when 
8peciEcaliy required by FDA, (Sea 21 
CFR 314,1(f): Finkel statement, 
paragraph 27.) 

The rationale underlying ANDA’s for 
generic versions of pre-1982 drug8 that ’ 
were found to be effective in the DES1 
review is that basic preciinical and 
cIinIcal test& of every product of the 
8ame drug is unwarranted. When it ia ’ 
well established that a drug ie safe and 
effective for a particular use, theco is no 
reason to conduct more test8 in animals 
and humans to show that the same 
active drug compound contained in 
another manufacturer’s product ie do 
and effective for lhe same u8e. Ii is 
common knowledge in the prescription 
drug industry that a widely prescribed 
nonpatented drug may be marketed by 
many different firms. Thus, a 
requirement for duplicative testing could 
require that many fiis conduct 
repetitive, scientifically unnecessary 
and ethically questionable human drug 
experiments. Once the safety and 
effectiveness of ffie drug for a particualr 
u8e is established, the important 
question is not whether a second 
manufacturer can establish de nova the 
safety and effectiveness of the drug, but 
whether that manufacturer can produce 
a furished drug product that will be as 
safe and effective as the first approved 
(‘pioneer”) drug product. FDA requires 
that all the information and data to 
answer this question be contained in the 
ANDA. The applicant’s facilities, 
processes, methods, equipment and 
controls used to manufacture the 
product are described in the ANDA. The 
manufacturer and its suppliers are 
subject to FDA inspection to detormine 
whether they have maIntained.and can 
continue to maintain the standard8 
necessary to ensure product purity and 
quality, (See Finkel etatement, 

, 

paragraph 12(b)-(d).] 
For Borne products, no further 

information is needed. Once it is 
determined that ail ingredients to be 
.used meet pharmaceutical sp8cifications 
and that the inactive Ingredients are 
compatible with the active ingredient, it 
may in some case8 be concluded that 
the product is the ecjuivalentof the 
pioneer drug. in other ca8e8, it is 

’ necessary to require the applicant to 
conduct bioavailability studies in which 
the proposed generic i8 compared to tho 

‘3 . , 
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pioneer drug. lf the studies show 
bioequivalence. the two products are 
regarded as of comparable safety and 
effectiveness. (See Finkel statement, 
p=-agraph W 

Apart from FDA’s ability to rely upon 
bioequivalence as a ground for 
approving a product as safe and 
effective, additiona preclinical end 
clinical studies of AHDA products are 
nnwarrented for other reasons. 
Scientific resources now avaiIabIe to 
test promising new compounds and to 
explore new uses for marketed drugs 
would be diverted to conducting studies 
on drugsthat have already been fully - 
tested- Unnecessary human testing also 
presents ethical probIems when ilI 
patients are subjected to rigors of 
closely controlled cIinIcal trials. 

As Dr. Finkel reports in her statem-ent, 
paragraph 27, since 1969 FDA has 
evahtated 2.165 pre-1962 products 
formulations as effective. Manufacturers 
have submitted 4,703 ANDA’s covering 
generic versions of these fornndations. 
PMA member companies Ned 1.035 
ANDA’s: 715 of these applications have 
been approved. In none of these 
appIic&ions have the companies been 
reauired to nerform duplicative cbnical 
tes%ng: For each appli&t to have been 
required to conduct individiual clinical 
tests in support of each of these 
appIications wouId have been wasteful 
of scientific resources. 
B. Approval of Pioneer New Drug 
Applications aad New Uses and 
Labeling Changes for Marketed Drags 

In addition to DES1 drugs, FDA has in 
I sbme cases based its ap$vaI of 

DiOneer NDA’s on nublished reuorts 
^suppIemented by &uiies don&y the 
manufacturers. In these instances, the 
agency determined that studies cduld be 
verified as acceptable on a basis that 
did not include the submission of raw 
data to the extent ordina.riIy required 
under 21 U.S.C. 355(b). For example, the 

_ petitioner Hoffmann-La Roche received 
approval in 1974 for an NDA for sodium 
mtroprusside largely, though not 
enttrelv. on the strensth of nublIshed 
reports..The cornpan: did l&nited 
preclinical studies to provide 
information on issues-not addressed in 
the uubhshed literature and a small 
t&&al .triaI to confirm that its 
forrmdation containing sor$um- 
nitroprusside produced clinical effects 
consistent with those from other 
formulations discussed in the Iiterature. 
The published reports in the Iiterature 
were critical to the approvaI of the NDA. 
(See Finkel statement paragraph 21.) 
Another example of the approval of a 
pioneer NDA is Abbott Laboratores’ 

-so&m valproate, approved largely on 

the basis of clinical studies reported In 
the literature. As the FInkel statement 
explains in paragraph 2& the stud.& 
performed by the sponsor and reported 
to FDA with “raw data” would have 
been Inadequate in themselves to permit 
approval 

Dr. Finkel’s statement, paragraph 
21(a]-(g). describes a number of other 
examples of NDA approvals based 
largely onreports from the publIshed 
literature: 

1. The approval of a combination of 
nrouranolol and hs&ochlomthIazIde 
-@&de, Ayerst) was based wholly on 
data in the literature as well as the long 
history in the marketplace of the 
oombiied use of the two agents. 

2. The auoroval of the NDA for 
bretylhun &yIate (llretylol, Arnar- 
Stone) was based on four studies, hvo of 
which were reports from the literature 
for which case re 

3. The approv ar 
arts ‘iiere not Ned. 
of methyltyrosine 

(Demser, Merck) was based almost 
entirely on several reports in the 
Literature. In this Instance FDA agreed In 
advance of the NDA Illing In 1975 that 
the literature reports were considered 
an acceptable basis for the submIssion 
of the bIDA at that time under those 
particular circumstances. 

4. The amu&al of hvo NDA’s for 
potassium~ibdide (Thyro-block, Carter- 
WaIlace) for use as a thyroid-block& 
agent in nuclear emergencies was based 
upon pubIished literature cited by the 
FDA in the Federal Register of 
December 15,1978 (43 FR 58798). The 
literature reports were regarded as 
providing substantiai evidence of safety 
and effectiveness of the drug for the 
proposed indications. 

5. The approval of hvo NlJA’a for 
somatropin (AscelIacrin, Calbio 
Pharmaceuticals and Crescormon, Kabi 
Group] for pituitary dwarEsm was 
based almost exclusively on reports 
from the published literature. 

6. The NDA for xylose (Xylo-pfan, 
Pfanstiehl), a drug foruse as a 
diagnostic test for Intestinal absorption, 
was approved exclusively on the basis 
of published literature. 

2. The approvals of 33 ND&s for 
radioactive drugs listed at 21 CFR 
310.503 were each based upon published 
reports supporting the safety and 
effectiveness of the drugs. As Dr. 
Finkel’s statement points out at 
paragraph Zl(g], a number of these 
approvals were granted to member 
companies of the PMA 

The Petitioners attemnt to dismiss 
these approvals as a ?&ro handfulof 
isolated and InapproprIate cases 
gathered together in a post hoc 
rationelization” of tho July 31 staff 
memorandum (Pet. 42 n. 14). However, 

they rue not presented to “rationahze” 
FDA’s reliance on published reports in 
the approval of MIAs. Rather, these 
axamoles show that FDA has relied on 
publI;hed reports as the main sopporting 
data, and in some instances as the entire 
support for demonstrating a dritg’s 
safety and effec ttveness for NDA 
approval. 

ln addition to the pioneerNIX’s 
described above, FDA has for decades 
permitted the conditions of approval for 
druss marketed under HDA’s to be 
r&$&l on the basis of reports in the 
Literaturet new warnings, side effects 
Information, contraindications and 
dosage directions have been added on 
the basis of such reports. (See FinkeI 
statement. paragraph 29.1 When 
independent investigators have 
published reports of studies on 
marketed drugs that prove the safety 
and effectiveness of new drug uses, FDA 
has accepted such reports as the basis 
for approving addition of those uses to 
the drug’s labeling. In her statement, Dn 
Finkel includes three exampIes in which 
NDA supplements for new uses were 
approved behveen 197l and 2973 on the 
basis of reports in the published 
literature. Id. These approvals. together 
wI!h the requirements of the NDA 
regulations and other instances in which 
FDA has relied on published reports, 
reilect the scope of the agency’s long- 
star&g policy of reliance on published 
reports for demonstrating a drng’s safety 
and effectiveness in the aumoval of . . 
NDA’S. 

. C. New Drug Applications for Gene& 
Formulations of Post-1962 Drags 

For genenic formulations of post-1962 
drugs, the ANDA concept, as applicable 
to pre-1992 drugs evaluated in the DRSI 
program, has not yet been made 
available, and the lawful marketing of 
such drugs therefore requires the 
approval of full NDA’s. However. the 
agency has recognized that there are a 
number of post-1962 drugs for rvhIch the 
number and quality of literature reports 
era such that the safety and 
effectiveness of the generic versions of 
such drugs may be established on the 
basis of the published reports. In 
response to Inquires concerning the * 
feasibility of literature-supportedMlA’s 
for such generic products, the FDA has 
advised prospective new drug 
aDDkants that literature renorts could 
byrelied upon to the extenith~t they 
were r&able and described adequate 
and well-controlIed investigations of the 
drug. Even when not spe&cally asked 
about literature reoorts. FDA has 
advised firms that-use ofpublished (and 
unpublished) reports was acceptable. 
(See Finkel statement, paragraph 31; 
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exhibits 17 and 18 attached to the 
petition.) 

As Dr. Fink& statement explain3 et 
paragraph%, theincreasing frequency 
of inquiries from firms wishing to 
market generic versions of post-1962 

* 
drugs led to her preparation of the July 
91 staff memorandum as a means of 
guiding her staff in repondtng 
consistently to inquiries about the policy 
reviewed in the memorandum and its 
application to Post-1962 generic drug 
products. The memorandum wasnot 
prepared because it addressed a new 
policy, but because questions could 
arise in applying the policy. The 
memorandum acknowledge3 that data in 
the pioneer NDA cannot now be used to 
support an NDA for a generic version of 
the pioneer product, but advises that 
publishedreports can be used as the 
“main supporting documentation for 
safety and effectiveness,” and, if 
inadequate, “selected precliicai and 
perhaps additional clinical studies may 
be required of the new sponsor prior to 
NDA approval.” In addition, 
Attachment3 A andD to the July 31 staff 
memorandum specify that theliterature- 
BupportedNDAis required to compIy 
fully with applicable PDAregulations 
such as those requiringfull 
manufacturing and control3 informatIon. 

Although data and reports in the 
pioneer NDA are not now used as 
support for the duplicative product’3 
NDA, FDA does refer to the pioneer 
NDA to determine whether the results . 
reported in the published literature are 
consistent with what is known about the 
active drug compound common to both 
products. If the results in a pubhshed 
report deviated significantlyf?om data 
in the NDA, that study may ormay not 
be considered “adequate.!’ Thus, the 
data in the file for the,pioneer NDA 
could be used to deny approval of the 
subsequent product, but not to support 
such approval. As Dr. Finkel has noted 
inher statement, FDA scientists have an 
obligation to use all *information 
available to themin evaluatine NDA’s. 
Although the information fromthe 
pioneer NDA is not used to provide 
criti ca! information missing from the 
published literature,it cannot be ignored 
in the evaluation of publishedreports of 
cliniccil studies. (See Finkelstatement, 
paragraph 20.) 

In accord with the policy stated in the 
July 31 staff memorandum, FDA on 
January 9,1979, approved a paper&IDA 
submitted bv IMS Ltd. for Furosemide 
injection-&e first post-1962 generic 
drug productapproved on the basis of a 
so-called paper NDA submission. The 
agency’3 analysis of the published 
literature supporting the IMS NDA . 

approval is set out in the Summary Basis 
of Approval, which is attached .to the 
Finkel statement. In addition to the A4S 
NDA, the agency has received at least 
45 literature-supported NW’s for 
duplicate-drug products of post-1962 
drugs. Several were ftled by member 
companies ofthe PMA. (See Finkel 
statement paragraph 22.) Pending the 
stay that has been in effect while the * 
petition was under review, no additional 
approvals have been issued. 
IV.‘Commissioner’s Response to . 
Petitioned Arguments 

The petitionrequests that the agency 
implement the guidance set forthl the 
July 31 staffmemorandum, tfit is 
implemknte’d at all, only afteritis ’ 
published in the Federal Register as a 
proposal subject to notice and 
opportunity for ‘comment as required, 
oetitioners contend. bv FDAreeulations 
i21 CFR 10.40) and theAdmin&ative 
Procedure Act (5 U.S.C. 553). Petitioner3 
contend that the July 31 staff 
memorandumreflects a significant 
departure fromprior agency policy and 
thatnotice and’comment is uarticularlv 
important because the mem&ndum - 
raises public policy issues that could 
adversely affect research and 

‘deveIopment of new drug compound3 by 
discouraging pioneer drugreseard aa 
by discouraging the publication of the 
results~of studies on new drugs. 

. The purpose of a notice-and-comment 
rulemaking procedure is to give 
interested persons, particularly those 
who would be subject to a rule, an 
opporutu&ty to participate in the 
rulemaking by submitting to an agency 
comment3 on the potential neiv rule 
published in the FederalRegister in 
proposed form. In its decision in 
Hoffmann-La Troche v. Hwis, 434 F. 
Supp. 58, M-65 (D.D.C-1979), the lawsuit 
that preceded this petition, the court 
noted thatthe record before itrefiected 
some consideration within the FDA staff 
about the advisability andlegal 
necessity of notice and comment 
procedure with respect to the July 21 
staff memorandum. But the court 
pointed out that the staff consideration 
“‘never culminated in any focused. 
decision by the FDA Commissioner as to 
whether the matter should be submitted 
to the rule-making process." On the - 
basis of my consideration of the petiti on 
and the record accompanying this 
response, I have concluded that the 
guidance contained in the July31 staff 
memorandum is not a “‘new rule,” but 

_ 

instead reflect3 l~ngstsnding practice 
and interpretation that is well known to 
the petitioners and to the drugindustry 
generally and that it does notrequire 

rulemaking procedures for application to 
generic formulation3 of post-1962 drugs. 
A. Petithmers’ Contention That the Staff 
Memomndum EstablishesA Signijriant 

~ 

New Rule 
The petitioners contend that the July 

31 staff memorandum (Pet. Rx. 1) 
constitutes a radical departure &om past 

- FDA policy that substantially modified 
the requirement3 for submission of 
NDA’s because for the first time FDA 
stated its willingness to accept 
published reports rather than require 
original research. Petitioners contend 
(Pet. 41 that it was understood by the 
industry that a manufacturer of a 
generic verison of a post-1962drug could 
obtain full NDA approval only by 
p.erforming or contracting for the 
performtince of its own clinical teoting. I 
have found that these contentions are 
not factually accurate. 

1. IDA’S reliance on published 
reports. FDKs willingness to accept 
published reports in the literature in 
place of original research in satisfaction 
of the “full reports” requirement for 
NDA’s is well established as evidenced 
by the approval of NDA’s dated from 
197l. (See Finkel statement, paragraphs 
20-Zl.)Thie interpretationof the etitute 
and regulation3 as applied to particular 
NDq’s, including NDA’s for generic 
versions of post-1962 dru B for which 
one or more NDA’s have f een approved, 
hinot a new rule; rather, it is the 
application of an already established 
Interpretation. The July 31 staff 
memorandum was intended to provido 
guidance to the various division 
directors in the Bureau of Drugs in 
response to the increasing frequency of 
the submission of NDA’s for generic 
versions of post-1962 drugs. (See Finkel 
statement, paragraphs 28L37.) It was no 
more than a continuation of FDA’s 
poIicy in many other contexts to accept 
published reports in lieu of orininal 
research. Id.-paragraphs ZO-Z~: 

A number of exanmles illustrate thnt ~_. ~. 
theegency considere‘d the polisy 

_~.. 

applicable to generic versions of post- 
1962 drugs before the July 31 staff 

. memorandum was circulated, In 
response to an October 1976 inquiry, the 
agency advised in a letter dated January 
13,1970 (Pet. Rx. 18) that to obtnin 
approval of a generic version of a post- 
1962 drug for w&h an NDA had been 
approved the requirement3 of an NDA 
set forth in 2l CFR 314.1(c)(Z) must be 
met, and in appropriate caees, the 
Bureau of Drugs has accepted references 
to published or otherwise public recorda 
in lieu of newly generated data. The 
letter therefore indicated the agency’3 
wilhngness to accept published reports 
in the context of ,IWA*s submitted for 
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generic versions of post-1962 drug 
products. In @iKon, the application for 
the only-approved paper NDA, 

’ f’urosemide injection, was submitted,on 
April 2& 1977. more than a year before 
the July 31(1978] staff memorandum 
was circulated. (See Finkel statement, 

, paqzwh15.1 
Moreover. FDA’s oractrce of acceDtinrr 

detailed rep&s fro& the literature&as- 
lcnownto the industry. The practice was 
discussed in the Federal Register of 
April 29,l977 (45 PR 218471 in 
connection with a proposal to refuse 
approval of certam MU’s on the groimd 
that they contained inadequate evidence 
of drug safety and effectiveness. The 
applicants had contended that the safety 
and effectiveness of the active 
ingredients in their products were so 
will established that ANDA‘s, in which 
basic safety and effectiveness data need 

* not be included,-should be accepted. 
The DA rejected this a@ument (among 
other reasons, because the agency has 

* not made.a finding that an ANDA would 
be sufficient fbr the products] and 
exphdned: 

. 
Fourth, the fact that FDA does not waive 

any of the requirements of an NDA fdr a 
particular product does not necessarily me? 
that an anolicant must conduct its own 
precUnicaI and clinical studies regarding 
sefetv or effectiveness. tie am&ant mav be 
ahleb include in its appik&ns publisiied 
articles aad other publicly avaiyabl data 
andinformation that provide an adequate 
basis for the agency’s making the evaIuation 
and ap~mvqbilify decision required under 
section 505. An h!DA can be appmved on 

. such a submisSon. 4~ FR at 218~. (Emphasis 
added.] 

On September 6,1977, then PMA 
President C. Joseph Stetler wrote to Dr. 
J. Richard CroUt, Director of the Bureau 
of Drugs, concerning Yiffering 
regulatory treatment of manufacturers of 
new drugs.” (See letter filed with FDA 
Dockets Management Branch as Exhibit 
D-1 

in hi.k letter. Mr. Stetler argued that 
the stat&e “requires that reported 
investigafions be undertaken by or on 
behalf of the sDonsor of the 
application.” 2, p. 2. He explained his 
position as follows: 

l l l In-addition to indicating a failure by 
FDA to enforce the clear demand of the new 
drug provisions of the Act, the process * 
described could result in uneaual and 
arbitrary burdena for some aiplicanta which 
are not imposed on others. Thus, the first 
NDA ap&aat must conduct adeouale and 
will co&Ued preclinical and &Cal studies 
which satisfy statutory. requirements. A later 
application would be per&tfrd to rely on 

-published studies andstill receive a full NDA 
[eithhgh there is no discussion as to the Kme 
span or the quality and quantity of the . 

- published data). CIeariy these are unequal 

obstacles to NDA Approval. ye1 each 
successful applicant would receSve the 
traditional fidl NDA. Id., p. 2 

Notwithstanding the initial statements 
in his letter, Mr. Stetler cbncluded: 

The industry and the scienUGc communtly 
have agreed for some time that coroplc!c and 
exact duplication of data shou!d not be 
required of a second manufacturer with 
respect to a product tUat has been on the 
market for some time. It Is anreed that sub a 
ri#d requirement would be &necessary and 
a wasteful duplication of sdenKfic resources. 
The objective-of ensuring that ulcro sre no 
important differences between the origioal 
pmduct and subsequent eImUarpmdu& and 
that the intent of the Act is saKslied, could be 
met by developfng data which Is sl@&zanUy 
less than that required for an NDA but more 
than FDA now frequenuy requires. 

Therefore, PMA agrees with the A8cncy’s 
objective of elWnat@ unnecess~anbnal 
and human experimentaLIon and avoiding 
unnecessq duplication of scientific 
respumes. However. comp~Ice whkh 
market new dmgs should be requited to 
document. accordin to the demands of the 
Act the company’s ability to pmducs safo 
aad effective drug pmducts of acceptable 
quality. Id., p. 4 [Emphasis in orIginal). 

In his response, Dr. Cmut noted that 
there had been a number of NDA 
approvals “\vith publIshed literature 
serving as the sole ormajor’evidence to 
support appmvak” (See letter filed with 
FDA’s Dockets Management Branch as 
Exhibit E., p. 2.) After citing some 
examples, he wrote: 

l l l Because manv PhIA members have 
receIvcd approvals opfull” NDA’s on lha 
basis of published reports, and because of 
PhiA’s prOfessed 0p~osiKon lo unncccssary 
sdenliiic research, it la somewhat surpdsinng 
that PhlA objects to reUanw on sdenlific 
literature for approval of a drug product for 
markettug. Id. 

Dr. Cmut concluded: 
l l l SecUon 505 requires that (1) reporls 

of studtes on sdcl~ and cfilcacv be 
submitted (0 soqbj[l)) and [2] timso 
tnvesUga8ons [i) include “adequate tests by 
aU methods reasonably applicable to show 
whether or not such drug is snfe” 
[Ii soS[d)[i)), @] provide suffidont 
“infotiation to determine whether such drug 
is safe” (0 %(d)(4)), snd (iii] provide 
“substantial etidencs that the drug will have 
the effect it purports or is represented to bavo 
l l l ” [B sos{d](s)). The stofufa neither 
suggests that the applicant must wnduct any 
of these iiivest&ations nor excludes 
considemtion of sfudiespresonfedin the 
published litemture. 

If you have any documentation IO support 
PhWs coatmq+ view of the law, we would be 
quite interested in reviewtag it. Unlilsuch 
time. FDA l-vi11 adhere to its past andpresen t 
policy of considering for appmva& and in 
appropriate cases approving, NDA% for 
drugs. the safity and effectiveness of &tich 
is demonstrated bypublishedsckntific 
Xitemture. Id., p. 4. [Emphasis added.) 

. 

2. Petitioners’arguments basedon 
stotemenls ofmlA officials and 
congressrbnal tesQ*mony. The pe KKoners 
have collected statements of PDA 
officials and congressional testimony 
that they contendsupport their 
contention that the July 31 staff 
memorandum reflected a significant 
change in regulatory policy. These 
appear in such documents as internal . 
FDA memoranda, Federal Register 
documents, and the Congressional 
Record. I have reviewed the statements 
cited by the petitioners with 
consideration for their.contwt and the 
Kme that they were mide and have 
concluded, as explained in detail below, 
that the statements, individually and 
collectively, do not support the 
propositions for which they are tited 

Petitioners refer to a memorandum 
describing an April 24,1979, conference 
between FDAofficials and IM!5, the first 
manufacturer to obtain a paperMA 
approval (Pet. Ex. 2 p. 3). The 
memorandum states in pertinent park 

Dr. Cmut [Diredor. Bureau of Drugs] and 
Dr. Temple IDirector. Division of Cardio- 
Renal D&g &oducls] explained that the 
furosemide approval look tmusually 10x18 
because it involved a si&&znt new stepfar 
the agency. It lvas our fust approvalof a 
post-i%? drug enthdy on the bask of reports 
in the iiteroture (a @operNDA’). Because of 
its precedential impUcations. that decision 

a&+ &. Cmh pointid out &at ihe agency 
exposed Stself to controversy. and. possibly, 
UUgaUon wfth MS’ competitors by granting 
that appmvnl. (Emphasis supplied.) 
The underlying statements are accnrate, 
but do not establish that a sknificant 
regulatory change occurred \ihen the 

$ly 31 staffmemorandumwas issued. 
The MS furosemide approval was a 
new step, not a reflection of a nexv 
policy. The step was an approval of a 
generic version of a post-1982 pioneer 
drug, not a6 in the p&t. an approval of 
the Dfoneer drug itself. and the armoval 
wa~“enKralyt’ in ihe basis of p&shed 
reports. It was “significant” because, in 
view of the known concern among some 
members of the industry regarding their 
competitive advantages, the approval 
was Iikely to be closely scruKnized, 
perhaps challenged in IiKgaKon. 

The petitioners also refer to a 
memorandum of Dr. Robert Temple. 
Director, Division of Cardio-Rend Dmg 
Products, analyzing a pending paper 
NDA for dopamine hydrochloride (Pet 
10; Pet. Bc. 3, at l-2). The memorandum. 
as quoted by petitioners. states: 

It would bepossible to conclude that the 
Ulerotnre never can provide substantial 
evidence of eliectivaness because it is never 
sufndenlly detailed. As Dr. D&mm notes: 
‘in thetr published form, by editorial and 
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journalistic necessity [studies fail] to cant& 
details of materials andmethods and origiial 
data whereby the stadymight be 
independently validated l l l .’ Dr. &ham 
felt policy de&ions were needed before the 
Dhision couldmake this choice. Since the 
memo was written, how&eG such a policy 
slatement has been developed. Dr. Marion. 
FinkeI’s memor of July 31,187Bmakes it clear 
that FDA +lI appmveme-tao drugs on fhe 
basis of wefl-controlledstudi&s in the 
Iitemtum (Emphasis supplied inpsrt by 
peUUonera.) 

The statements emphasized, however, 
do not ‘establish that-the July 31 
memorandum represents a new policy 
that-requires ‘notice and comment 
procedtie to implement. The 
observation attributed to Dr. Dunham 
that a published report doe8 not include 
sufficient detallto permit its ’ 
independent validation on the basis of 
the raw data associated with the study 
reported is correct. A8 discussed above, 
however, valldation of published 
aclentlfic reports is customarily 
accomplished in ways other than 
through the examiuation of the raw,data 
undedying the reported study. The 
statement attributed 16 Dr. Dunham that 
policy decisions were needed reflects a 
need for administrative guidance that 
the July 31 staff memorandum was 
intended to satisfy. Dr. Temple’s 
reference to the July31 staff 
memorandum as a “policy statement” 
doee not mean that the memorandum 
titatee’“new” policy. It simplyrefers fo 
the July 31 staff memorandum as a 
policy statement, which it is in a general 
Sense, although it is one that reflects the 
longstanding policy to rely on published 
reports of studies in the NDA approval 
process to the extent that the published 
reports a& adequate. Thus,,&&& the 
statement Wv31 staff memorandum1 
may have geeeeh nkw, the policy was nbt 
new. 

’ Turning to the act and its 
lmph?menting regulations-(pet. 1213), 
the petltioners point out that an NDA 
covers a particular product and is 
personal to the manufacturer that file8 

, it, citing USVPharmaceutical Corp. v. 
Weinberlptr, 412 U.S. 855,664 (1973). The 
agency, of course, agrees. Petitioner8 
also argue that the FDA has consistently 
recognized that the information 
contained in a manufacturer’s NDA fiIe 
is trade secret data thatmay not be 
publicly diBclOBed,Or used to support a 
NDA of another applicant without the 
expres8 paId88iOn Of the origina NDA 
holder. That i88Ue i8 not relevant here, 
for paper MIA’s are based on published 
Ilteratura Petitioner8 first contend that 
statutory and regulatory requirements 
have had the practical effect of requiring 
manufacturers wishingto iuarket 

generic versions oEpost-1962 drug8 to 
conduct their own test8 ofsafety and 
efficacy. They also contend that, prior to 
the July 31 staff memorandum, it was 
understood by both the agency and the 
industry that such testing was required. 
The agency doe8 not agree with either 
contention. 

The language of the Federal Register 
statement-39-m 44834; Decembe;%, 
19741 relied on by uetitioners contradicti 
the& conterition ‘@%!t. 1819). Tha the 
agency stated, in response to a request 
ihat safety and effectiyeness reports and 
data in NDAs be’released upon 
approval of the applications, that the 
reports and data were protected from 
disclosure and that au abrogation of that 
protection required congressional 
action. At the same time. FDA noted 
that if the reports were &&able to the 
publi0 they codd be used to support 
approTa1 of a competitor’s NDA for a 
generic drug: . 

If amanufacturer’s safety and effectiveness 
data ace to be released upon request, thus 
permitting bent& versions] drugs to be 
marketed imniediately. it is entireIy possible 
that the incentive for private pharmaceutical 
research will be adversely affected. 39 FR 
44634. . 

The statement ac&rately reflects the 
state of existing law. Reports in NDA% 
can be used by anyone to obtain NDA 
approval of an identical product once 
those reports are in the public domain. 

,The fact the person using the report8 ha8 
not conducted the studies and doe8 not 
have the raw data doe8 not diminish 
their t&e a8 a basis to obtain 
marketing approval for a competitive 
product. The value of published reports 
of well-controlled studies Is likewise not 
dimiuiahed merely because the company 
reIying on the reports did not conduct 
the studies or doe8 not have&e raw 
data. (See Lipsett statement, paragraphs 
22-20.) 

The’petitioners similarly contend (Pet. 
14-22) that their position that the July 31 
staff memorandum refle& a new policy 
is supported by the rekord of FDA’S 
consideration of possible modifications 
in requirements for NDA’a for duplicate 
drug products. An examination of the 
records cited by petitioners belie8 their 
contention. For example, petitioners 
argue (Pet. 14-15) that the possibiity 
that paper NDA’s might be permitted 
was recognize as a change in regulatory 
policy, quoting a statement of the 
Director of the Bureau of Drugs that: 

_ 

I think we must recognize that the 
prindples stated are a departure from past 
policies, or at least seem to depart from our 
slated past policies which have emphasized a 
need for raw data in support of clinical trials 
&d full animal toxicology as par! of a full 

. NLM. In short. we have had ‘hdl NDA’s’ and 

ANDA’s but we have really not hnd anythhq 
in between, at leant as a mattar of ollcy. 
(Pet. lb. 4, l] (Emphasis in origin a? .) 
Thepetitioners also assert that the ’ 
memorandum (Pet, Rx. 4) from wllfch tho 
quoted statement was taken eetabliehee 
that it was the Bureau Director’s 
position that “regulations” would be ’ 
necessary to implement a paper NDA 
policy for post~l932 generio drugs. 
However, and examination of the entlro 
memorandum show8 the context in 
which the quoted statements appear and 
makes it qfiite clear that the Bureau 
Director.was not advocatlong notice- 
and-complent rulemaking; in the fact, his 
recommendation goes no further thon 
the consideration of the publication of o 
statement of policy to explain the 

* requirements for NDA approvol 
generally. 
In reviewing other similar statement8 
quoted by the petitioners, I find that 
they do not support the petitioners’ 
contention (Pet. 17) that there woa a 
“consistent view within the 
agency l l l thaiany chanie in the 
requirement8 for NDX8 wa8 a matter 
for rule-making.” Agency memoranda do% 
reflect ongoing consideration of a 
variety of possible procedure8 for the 
agency’8 approval for marketing of post- 
1962 generic druga. for examule. the 
ins&ion of a monograph system or 
and ANDA system. But I do not regard 
these memoranda as advocating that 
rulemaking was necessary dr deslrabla 
for the agency merely to permit the 
already existing paper NDA policy to bo 
applied to post-1962 generic drug8 
prodticts as it had been applied to 
pioneer NDA’s. Some confusion may bo 
traced to staff recommendations 
concerning the desirability of publiclzitig 
the potential applicability of the poper 
IVDA policy to post-1982 generic drug 
products. Of course, publicizing and 
rulemaking are not at all synonymous., 
In any event, even if an indlviduol 
opinion that rulemaklng was required 
had been advanced within the agency, it 
would have occured at a preliminary 
atage ln the decisionmaking proce88, 
and it has now been superseded by my 
analysis and decision contained in this 
notice. 

The statements quoted by the 
petitioners fro? Federal Rogbter 
documents also fail to establish that 
rulemaking is required. For example, 
petitioners refer [Pet. 18) to a Fodocal 
Register document (39 FR 44634; 
December 24,l974), which included a 
response to a comment that the 
information in one manufacturer’s NDA 
file should be available to other 
manufacturers, thereby relieving thorn of 
the responsibililty for conducting or 
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relying on their own studies. However, 
the agency’s response, as quoted at page 

According to our understanding of the 
auoted remarks. the lenislotion. if 

16 of the petition, related solely to the 
“release Of such information.“-Yhe 
response is, thetifore, ‘irrelevant to the 
paper NDA policy which does not 
involve the disclosure of information, 
but relies on data that have been. 
disclosed through publication in the 
scientific literature. 

Petitioner5 also refer (Pet. 19) to a 
statement published in the Federal 
Register which advised that a generic 
company must do its owp safety and 
effectiveness testing to market an 
approved drug. That statement is 
accurate when report5 of investigation5 
on the pioneer product5 are not 
available to a potential folIow-on 
manufacturer, and the published - 
literature about the drug is insufficient 
to satisfy thegaper NDA policy. As 
pointed out above, the generic epplicant 
cannot now, without the NUA holdizr’s 
permission, reference the data in the 
pioneer manufacturer’5 ND& While it is 
true that legislation has been proposed 
that wouldias the petitionerspo_iht out 
Wet 20-221. modifv the “full reuorts” 
requiremeG of set&on 505 of&e act (2l 
USC. S55), that is irrelevant to the 
issues raised by the petition, because 
NDA’s supported by adequate report5 of 
studies from the published literature 
satisfy the “full reports” requirement. 

Petitioner5 quote the testimony of 
Senators’Schweiker and Kennedy in 
support of their: contention that 
published report5 do not meet the “full 
reports” requirement of section 505 of 
the act (Pet. 21). In context, however, 
Senator Schweiker’s remark5 did not 
suggest that published literature report5 
are inappropriate under the present 
statute. The Senator’s full remark5 show 
that he was referring to a provision in a 
pending bill that would authorize 
manufacturers of generic drugs to obtain 
WA approval without filing anyreports 
whatsoever dealing with safety or , 
efficacy: 

&acted, wouldbe intended to dispense 
with the present and obviously 
acknowledged system of literature- 
supported NDA’s for generic drugs. 
Thus, Senator Schweiker was 
acknowledgii the current practice of 
relying on published reports and did not 
question its lawfidness. In any event, the 
legislative history of pending IegisloUon 
does not provide any authoritnUve 
guidance in interpreting the pro@slons 

* of the current law. Nulionu~ 
confectioners A.m. v. Calfano, 669 F.2d 
690,693 @l.c. Cir. 1978). 

As a matter of legislative history, I would 
like to return to the duplicate testing question 
for a minute. The bii seta up au abbreviated 
application procedure, efter seven years. for 
s&sequentknufach of approved drugs 
I think it is very clear that fhe commjffee bill 
intends that this section be used as the ,. 
primary pmcedum under which EVA is 
authorized to waive the reouimments of 
section hifiJt2~ that drug ponsora s&mlt 
full reports (or comprehensive summaries) or 
brigid full iafety and effectivenese tests in 
support of their products. as opposed, for - 
example. to published literature reports. I ask 
Senator Kennedy lf that is his understanding 
of the bit Mr Kennedy: Yes. Mr. President, it 
is my understanding. (Emphasis added) 125 
Gong. Rec. 513469 (Daily ed. Sept. 28,19?]. 

In further support of their contenlion 
_j that the July 31 staff memorandum 

establishes a significant new rule, the 
petitioner5 su$st [Pet 22-23) that the 
circulation of the memorandum lacked 
the concurrence of other Bureau of 
Drugs officjats. However, the agedcy 
documents relied on by the petitioner8 
establish that the Director of the Bureau 
of Drugs concurred in the circulation of 
the July 31 staff memorandum to staff 
personnel (Pet. Ex. 10, at 1). The 
suggestion of Bureau offidels, referred 
to by the petitioner5 (Pet. 231, that the 
instructions contained in the July 31 
staff memorandum be published. was 
not inconsistent witi the distribution of 
that memorandum intramurally to staff 
personnel (see Pet. Ex 10. at l-2; Ex. 12’ 
lk 11, at 2). Thus, the internal 
circulation of the July 31 staff 
memorandum was not contrary to the 
comments of other Bureau officials, as 
the petitioner5 contend (Pet. 23). The 

- 

circulation of the JuIy 31 staff 
memorandum did not, as the petitioners 
contend (Pet. 241, eliminate the 
‘Yequirements” of 21 CFR Pert 314 for 
detailed patient information and the 
availability of raw data, because there 
is not an absolute requirement that such 
information be available for each NDA. 
(See discussion in section Clnj?rf..) 

I have concluded that the construction 
- of the remdations povemim! NDA’s 

implicit &Xhe July-31 staff;hemorandum 
is not contradicted by statements of 
agency official5 cited by the petitioners 
(Pet 2-&26). Petitioner5 refer to an 
August 1975 agency memorandum (Pet. 
Ex. 15, at 21 discwslm the reouiremenh 
for NDA’s for posM952 drugs’that 
included the statement that “literature. if 
relied upon, must be verifiable through 
hard data in the same way as any ot&er 
study.” However. that statement. in 
con&& does not support the 
petitioners’ position. The stalement 
recognizes that literature must be* 
verifiable and refers to “hard data” as 
the basis for such vetication. But the 
statement does not analyze the issue in 

detail nor purport to support the 
proposition advanced by the petitioner5 
that the agency’s relinance on published 
reports requires the availability of every 
pfece of paper that may be regarded,as 
“raw data.” Likewi8e. references to 
statements hm d January 1978 letter 
(Pet. Bx. 17, at 21 and a February, 1976 
letter (Pet. E. 18. at 3) also fail to 
present a detailed analysis of the 
.verifiability of report5 in the published 
literature. The statement5 of former 
Commissioner Kennedy cited by the 
petitioners (Pet. 25 n. 12) are not 
germane to the question whether FDA 
properly may rely on report8 fium the 
literature in the NDA approval process. 
As is apparent fmm their context. those 
statement5 relate to the question 
whether summaries of data, as r@uired 
by pending legislatiqn, would be 
adequate for the evaluation of NDA’s for 
new compounds. (See Pet. Ex. 16.1 The 
statements do not relate to NDA’s for 
generic versions of approved drugs. 

If the statements relied on by the 
petitioner8 are understood to mean that 
the agency cannot rely on published 
report5 in the new drug evaluation 
process without the submission of the 
raw data underlying the reports. the 
statements did not reflect the agency’s 
longslanding practice at the time the 
statements were made. In addition, as 
explained above, the statements 
referred to bv the uetitionenr. if 
understood f&m t&e point of-view 
advocated by the petitioners, are not 
conststent with the requirement8 of the 
regulalions governing drug 
investigations and the contents of 
NIlA’s. Accordingly, I have concluded 
that the statements do not support the 
petitioners’ conclusion (Pet. 26) that the 
Bureau recognized that the data 
underlying published reports would 
almost never be available and decided 
simply to dispense with that. 
requirement In point of fact, there was, . 
and is. no “reauirement” for the 
availability oithe data underlying 
published report5 relied on by the 
agency in the NDA approval process - 
and there was, therefore, no such 
“requirement” to be dispensedwith. 
(See@kel statement, paragraph 16.) 

3. Rukmakkgrequkemefs of the 
Achmidstmtive Avcedure Act. The 
uetitioners contend fPet. 61 that the - 
paper NDA policy c&d&properly be 
implemented without notice-and- 
comment rulemakingrequired by section 
4 of the Administrative Procedure Act, 5 
U.S.C. 553, and by FDA’s own 
procedural regulations. 21 CPR 10.40. Iu 
support of this qontaulion, the 
petitioner5 cite instances in which the 
agency has followed that procKdure (Pet 
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38-39): However, those examples are 
irrelevant here because, as explained . 
above, the paper NDA policy is not, as 
pe titionerfi argue, a ‘new” policy. Since 
the paper NDA policy does not . ’ 
represent either new policy or a 
“change” in policy, I have concluded 
that the petitioners havefailed to 
establish tiat notice-and-comment 
rulemaking is required as amatter of 
law [pet. 38-46)~ 

The Admiistrative Procedure Act 
does require, as petitioners point out 
(Pet. 40); notice-and-comment procedure 
for rulemakitm. S U.S.C. 553. However.‘5 
U.S,C. 553(b)(X) spskifkally exempts 
from notice-and-comment ruiemaking 
“interpretative rules, general statements 
of policy, or ruIe3 of agency 
organization, procedure, or practice.“In 
deciding the case that led to this 
petition, the court observed that the July 
31 staff “memorandum more nearly 
resemblesa general policy [statement] 
than the rule8 at issue in other cases,” 
citing, Guardian Fedeml Savings .and 
Loan Assn. v. FedemiSatigs andLoan 
Iizsuran~e Corp.., 589 F. 2d 858,609 @XC. 
CIr. 1978).Hojj%zaamLa Roohe, Rx. tr, 
Harris, supra, 484X Supp. at 84.--M 
Guardian, the court explained that: . 

The term’%eneral statements of uoltcv.@’ 
has been expifcattd in the Attorney -- 
General’s Manual as embracing “statements 
issued by an agency to,advise tiepublic . 
pmspectkely of themanner inwhich the 
agency pmposes to exercise a discretionary 
Power:’ l * l a critical test of whethera 
&le .is a general statement of policy is its 
practical effect in a subsequent 
adminietrative oroceedinz “A general 
statement of pdiicy’ l * = doesnot establish 
a ‘bindiag norm.’ It is not fInally 
determtn&ive of the issues or&hts to which 
it is addressed.” Pacific Gas andElectric Co. 
v.FPC, 6Oep.3d33,38@.c.Cir. 19741. 
(Footnote omitted). 

Decisions in subsequent cases have 
reaffirmed the continuing validity of &he 
principles stated in Guardian and 
Pacific Gas. [See Ratterton v. Mamhall. 
No. 78-1414 (DC. Cir. August 28,1988]; 
Chamber of Commerce-of the United 
Sfates v. OSHA, No. 78-2221, slip. op at 
8 n.4 (D.C. Cir. July 141980); Regular 
Common Carrier Con& -v. United States; 
627 F.2d 248 (D.C. Cir. 1980); American 
Bus Assn. v. United States, 827 F2d 828 
(D.C. Cir. 198Ol.l These decisions 
identify two attributes of an’agency 
action that are determinative of its * 
character as a statement of policy: (11 It 
acts prospectively in that it merely 
announces the agency’s future intention: 
and (2) it preserves the agency’s 
administrative discretion. 

Under the.policy explained by the July 
31 staff memorandum the agency retains 

- the fullrange,of discretionavailable toit 

unddsection 595 ofthe act The policy 
isalso consistent with the regulations 
governing NDA’a, 21 CFR Sl4.1, andit 
retains the full range of discretion 
availabIe io the agency under those 
regulations. The July 31 staff 
memorandum does not bind the agency ’ 
to rely on the report of any particular 
study-whether the report is-published 
orunpublishedywitbout the availability 

c or the underlying raw data. The 
discretionary determination whether 
access to the raw data for any particular 
report is required will be made by the 
agency .upon its review of the repotts 
submitted in support of anND& The 
July 31 staff memorandum does not bind 
the agency to approve any literature 
supported ND& it simply advises that 
published reports will be accepted in the 
sense that they may be relied on to 
provide the safety and effectiveness 

_ data to support anNDA. However, the 
July 31 staff memorandum recoghizes 
that the quality of the published data 
mayrequire that an applicant conduct 
additional preclinincal and clinical 
studies prior to NDA approval. 
Moreover. the Tulv 31 staff memorandum 
specifies that I;ub‘iished reports 
submitted in support of an NDA, like 
any other report! are required to meet 
other applicable criteria, in that the: 

.. ’ l publishedliterature [must provide] 
substantial evtdence of effectiveness and 
appropriate evidence of safety for the 
claimed indicattonfsl l l l . Published 
reports from sdeniifc journals should 
encompass papers Iu which adequate and 
well-controlled studies are described in 
detail. Abstracts,reviews, and anecdotal 
reports are not uaeful. l l * The compilation 
of published reports (precliical and clinical] 
should be themajorpapers in the Iiterature 
relating to the drug andshould be “balanced” 
and include those demonstrattng negative as 
well as posittve findings. Each submitted 
paper (or unpublished report] of a &&xl 
trial offered in support of effectiveness 
should be accompanied by a summary 
describing the protocol. the results and how 
thestudymeets 21 CEli Sec. ~4.~i[a)(g][ii), 
i.e., the essentials of a controlled clinical 
investigation. (get. Ex. 1. p. 31. * 

Far from limiting theexercise of 
discretion, the July 31 staff 
memorandum identifies several 
determinations that require the exercise 
of discretion. For exan$e, the “quality 
of the uublished deWmust be 
evaluited; and the reports ofstudies 
must be reyiewed to determine whether 
they are “adequate and well- 
controlled,” whether they include the 
“major papers in the literature!’ and 
whetherthey are “balanced.” To 
paraphrase the language of tie court in 
Batterton v.Marshah, supm, slip. op. at 
26, the July 31 staffmemorandum “at 
issue is [not] a formula, andleaves 

l * l [wide] discretion to weigh or oltor 
the contributing elements.” (Emphcsis in 
original,) 

Similarly, the July 31 staff 
memorandum merely represented the P 
agency’s future intenti on concerning a 
course it exuects to follow in the NDA 
review proleas. The July 31 staff 
memorandum does nothing more than 
provide guidance on the criteria to be 
apphed in reviewing literature- 
supported NDA’s. The application of 
those criteria is still required to be 
determined on a case-by-case basis with 
respect to each NDA, The July 31 staff 
memorandum does not itself bind the 
agency to approve any particular MIA, 
‘whether or not it is supported by 
published or unpublished reports of 
sfudies. Compare the July 31 staff 
memorandum with the “statement of 
policy” reviewed in Regtdar Common 
Currier Conf. v. United States, supru. Aa 
the court observed in Hoffmannla 
Roche, Inc v. Harris, supra ot 04, the 
July 31 staff memorandum: 

l l * is not bv its tornis dotermtnnUva ef 
any pal!ucuhlr abpllcation, It nppenm to 
retain to FDA broad discretion to apurova or 
to reject any parthndar appllcatlon~ - 
unsupported by+aw data.” 

The agency also was not required by 
its own regulation, 21 CPR 1049(d), to 
follow’notice-and-comment procedure. 
That regulation, which requires that the 
agency follow notice-and-comment 
procedure in adopting interpretive rules, 
became effective on February 24.1077 
(42 FR 4680-4719), and it obriouely is 
not bmding on interpretations mado 
prior to that dale; only the APA 
provisions are applicable. Because ihe 
agency’s reliance on published raporte 
in the new drug evaluation procese 
involves a policy that was adopted long 
before the effective date of 21 CFR 
10.40(d), as evidenced by the agency’s 
past practice, the regulation is 
inapplicable to the July 31 atoff 
memorandum even ifit were held to bd 
an interpretative rule. 
B. Petitioner’s Contention That Policy 
Considerations Requiie Notice and 
Comment Procedure 

The petitioners contend (Pet. 26A) that 
public policy considerations compel the 
agency to engage in notice-and-comment 
procedure to impIement the instruciiona 
to staff contained in the July 31 staff 
memorandum. However, the premise 
underlying this contention in the 
petitioners’ position that the agency in 
“changing” tbe requirements for 
establishing the safety and efficacy of 
naw drugs. Aa discussed above tho July 
31 staff memorandum did not “change” 
new drug approval requirements. 
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Nonethdess ,  I h a v e  cons ide red  the 
pol icy cons iderat ions a d v a n c e d  by  the 
pet i t ioners,  a n d  the statements of 
ind iv iduals  f i ledin suppor t ,  to de te rm ine  
whether ,  as  a  m a tter-of s o u n d  
administ rat ion,  the p a p e r  N D A  pol icy 
shou ld  b e  imp lemen ted  th rough  not ice-  
and -commen t  pmcedm,  a n d 1  h a k e  
conc luded  that no t i ce -aud~omment  
p rocedu re  is not  justif ied. 

In their  effort to establ ish that pol icy 
cons ider&t ions  requ i re  no t ice-and-  
commen t  pmcedure .  the pet i t ioners 
at tempt to identi fy palat ia l ly ser ious 
effects o n  the prescr ip t ion d r u g  industry 
that wil l  b e  p r o d u c e d  by  the “p a p e r  
N D K ’ po l ic$  T h e  pet i t ioners cha rge  
that the research  a n d ’deve loomen t  of 
n e w  d r u g  products  wou ld  b e ’ser iously  
j eopard ized  by  the pol icy. T h e  
statements of ind iv iduals  submi t ted in  
suppor t  of the a l legat ion,  w h e n  careful ly 
ana lyzed,  d o  not  substant iate that b r o a d  
content ion.  For  example ,  m a n y  of the 
statements f i led by  the pet i t ioners focus 
pr imar i ly  o n  research  concern ing  
unpa ten ted  c o m p o u n d s  o r  c o m p o u n d s  
u n d e r  patents  wi th relat ively short  
exp i ra t ion dates  ra ther  than  research  
concern ing  n e w  d rugs  genera l ly .  
However ,  the pet i t ioners’d o  not  
m a i n @  that such  d rugs  wou ld  b e  the 
subject  of m o r e  extens ive research,  e v e n  
if the agency  d id  not  re ly o n  pub l i shed  
repor ts  for any  pu rpose  in  the course  of 
the N D A  approva l  process.  T h e  absence  

. of any  such  content ion is 
unders tandab le ,  because  the on ly  
cer ta in bar r ie r  to market int ry by  
compet i tors  is patenfprotect ion.  

, 

A l t hough  the agency  a n d  the 
Depar tment  of Hea l th  a n d  H u m a n  . 
Serv ices h a v e  recogn ized  the 
impor tance  of research  incent ives in  the 
deve lopmen t  of legis lat ion for the 
regu la t ion  of new-drugs ,  the pet i t ioners* 
d iscuss ion of that issue in  re lat ion to 
p e n d i n g  legi r iat ion d o e s  not  accurateIy 
dest ibe the agency’s posi t ion (Pet.  w  
38) .  T h e  D r u g  Regu la t ion  Re fo rm Act  as  
passedby  the S e n a te in  1 9 7 9  wou ld  
p rov ide  for- the d isc losure of cer ta in da ta  
suppor t ing  a n  N D A  as  par t  of a  
p rocedu re  for pub l ic  par t ic ipat ion in  the 
d r u g  approva l  p rocess  coup led  with a  
pe r iod  of exc lus ive ent i t lement  by  the 
innovator  to rely o n  the da ta  suppor t ing  
the a p p m v a L  T h e  n e w  legis lat ion a lso  
wou ld  author ize  a n  abbrev ia ted  
approva l  p rocedu re  that wo i ld  e n a b l e  
subsequen t  m a n u facturers to rely o n  the 
da ta  s ibmit ted by  the innovator ,  ( S e e  S . 
1075 .96 th  Conz.  lst Sess..  oassed  S e n a te 
S e p tember  2 f3 ,<979,  sec. iiS.] Absep t  
patent  protect ion,  however ,  there  wou ld  

. b e  n o  bar r ie r  to ear l ier  marke t ing  by  a  
kubseq+n t  m a n u facturer w h o  
independen t l y  deve loped  a d e q u a t e  da ta  

a n d  ob ta ined  N D A  approva l  for the 
product  pr ior  to the e n d  of the 7 -year  
pedod .  ( S e e  12 .5  G o n g . Rec.  8 1 3 4 6 5  
(Dai ly  ed.  S e p . 28 ,1979) . )  Accord ingIy,  
the quo ted  v iews of 6gency  a n d  
depar tmen t  off icials concern ing  p e n d i n g  
n e w  legis lat ion a re  not  re levant  to 
cons idera t ion  of the p a p e r  N D A  poIicy. 

T h e  pet i t ioners a lso  con tend  that 
no t i ce -and-comment  p rocedu re  is 
n e e d e d  to de te rm ine  G h e ther  the p a p e r  
N D A  ~ol icv  wi l l  affect n e w  d r u a  
m e a & h  b i  c reat ing a  d is ince&ve o n  
the par t  of d r u g  compan ies  to permi t  the 
publ icat ion of repor ts  o f research they 
sponsor .  I h a v e  conc luded  that nof fce- 
and -commen t  p rocedu re  is not  needed .  
First, it is wel l  k n o w n  that there  a l ready  
exist d is incent ives for the sponsors  of 
research  to permi t  publ ica l lou,  w h e r e  
the sponsors  h o p e  to p ro long  a  
m o n o p o l y  b e y o n d  the pe r iod  p rov ided  
by  the patent  law. E v e n  if a  pub l i shed  
repor t  of scientif ic research  w e r e  n o t 
suff iciently deta i led  to p rov ide  a d e q u a f e  
da ta  to suppor t  the approva l  of a  
compet i tor’s product ,  e n o u g h  
in format ion cou ld  still b e  p rov ided  to 
e n a b l e  a  compet i tor  to conduct  the 
invest igat ions n e e d e d  for approva l  at a  
substant ia l  sav ing  in  cost. Thus,  it is 
c o m m o n  know ledge  that d r u g  
,m a n u facturers f requent ly  submi t  repor ts  
of invest igat ions in  s ippdrt  of d r u g  
approva ls  that they d o  not  a l low to b e  
pub l i shed  in  the med ica l  l i terature. 

A l t bougb  pet i t ioners focus o n  the 
potent ia l  d is incent ive to the publ icat ion 
of research  that they con tend  the p a p e r  
N D A  pol icy wil l  create,  they ent i re ly 
i g n o r e  th e  p o w e r fu l  incent ives fo r  th e  
publ icat ion of research  that a re  wel l -  
k n o w n  to the scientif ic communi ty .  
Scient i f ic journa ls  a re  the pr imary  

! 

m e thod  for ach iev ing  w idesp read  
commun ica t ion  of deve lopments  in  the 
f ield of d r u g  research.  P u b Iicat ioa can  
genera te  t i ther analys is  a n d  research  
o n  a  umduc t  wh ich  m a v  beaef ic ia l lv  
advahce  a  firm ’s k n o w l e d g e  of a  
product ,  a n d  pe rhaps  e v e a  m o r e  

3igni f icanUy,  it m a y  b e  a  vita l  stim u lent  
to  n e w  or  inc reased  sa les of a  product .  
Most  research  scient iste rega rd  
publ icat ion in  scientif ic journa ls  in  IheIr 
f ield as  a  vital componen t  of their  
research  funct ion, a n d  they h igh ly  va lue  
its ro le  in  the p e e r  rev iew process,  in  
def in ing a n d  deve lop ing  n e w  research  
m e thodolog ies,  a n d  in  ident i fy ing n e w  
a reas  for research.  ( S e e  Finkel  
statement,  p a r e g r a p h  16.)  T h e  abil i ty of 
a  d r u g  f i rm to secure  the research  
capabi l i ty  of h igh ly  ski l led scientists 
wou ld  in  m a n y  instances b e  
comprom ised  if it a t tempted to impose  
u n d u e  bu rdens  u p o n  publ icat ion.  
Moreover ,  for a p p r o v e d  products  that 

a re  a l ready  o n  the market  a n d  that m a y  
b e  of gene ra l  inberest  in  the scientif ic 
c o m m u a i ty, a  firm  wou ld  h a v e  n o  way  
of restr ict ing publ icat ion of o thers’ 
studies of its p roduct  under taken  
subsequen t  to its entry into the 
marketp lace.  Thus,  the publ icat ion of 
research  o n  d r u g  products,  w h e r e  such  
research  has  not  b e e n  sponso red  by  a  
c h u g  manu fac tu re r ,  wou ld  not  b e  
af fected by  any  potent ia l  d is incent ive 
for pub l icat ion that might  b e  c rea ted  by  
the p a p e r  N D A  pol icy. ( S e e  FiiI 
s tatement,  pa rag raphs  36-39) .  

In eva luat ing  this issue, I h a v e  
careful ly cons ide red  the statements f i led 
by  tbe pet i t ioners. Ishare the concern  
expressed  in  those statements that 
incent ivas for n e w  d r u g  research  a n d  the 
publ icat ion of resul ts of scientif ic 
invest igat ions shou ldno t  b e  d imin ished.  
B u t the statemeats d o  not  p resent  a n  
analys is  to suppor t  a  pred ic t ion that 
such  ef fecb a m  l ikely to o m  the 
statements,  essent ial ly,  express  a  
concern  that such  potent ia l  effect5 m a y  
b e  assoc ia ted with the impkzmenta t ion  
of the p a p e r  N D A  pol i f$ In l ight of 
F D A ’s pr ior  re l iance o n  pub l i shed  
repor ts  a n d  the lack of any  perce ived  
adverse  effect o n  the n e w  d r a g  
eva luat ion  process  caused  by  such  
re l iance,  I h a v e  conc luded  that the m e r e  
possibi l i ty ihat  s o m e  effect might  occur  
is insuff icient to requ i re  not i *and-  
commen t  p rocedu re  pr ior  to the 
imp lementa t iun  of the p a p e r  N D A  
pol icy. As  Dr. Fi ieI’s s tatement  
establ ishes,  re l iance u p o n  repor ts  of 
cont ro l led trials renor ted  in  the 
l i te ra ture W B B  the  iperat ive bas is  for the 
D r u g  E fi icacy S tudy Imp lemanta t ion  
P r o g r a m  Init iated in l968.  ( S e e  Finkel  
statement,  pa rag raph28 . )  O n  the bas is  
of conc lus ions adop ted  by  FDA,  
ef fect iveness de terminat iox& w e r e  
announced ,  a n d  F D A  a p p r o v e d  gener ic  
vers ions of the foxmulat ions u n d e r  
regu la t ions prov id ing  for A N D A ’s- As  
po in ted  out  above ,  such  appl icat ions d o  
not  requ i re  the submiss ion  of any  safety 
a n d  ef fect iveness da ta  wi th the 
except ion  of bioavai Iabi l i ty data,  w h e n  
Specif ical Iy requ i red  by  FDA.  In re l iance 
u p o n  these determinat ions  that w e r e  
b a s e d  large ly  o n  the l i terature, m e m b e r  
compan ies  of tbe Pharmaceut i ca l  
Manu fac tu re rs  Assoc ia t ion h a v e  f i led 
1 ,121  A N D A ’s: 6 5 9  of these appl icat ions 
h a v e  b e e n  approved .  

For  n o n e  of these appl icat ions w e r e  
the compan ies  requ i red  to per fo rm 
dupl icat ive cl inical testing. h lo raover .  
the P M A  f irms d id  not  then  no r  d o  they 
n o w  comp la in  that the A N D A  process  
for p r e - 1 9 6 2  d r u g s . e v e n  th o u g h  it rests 
o n  repor ts  f rom the publ ishedl i terature.  
d im in ished  their  research  incent ives o r  
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discouraged the publication of the 
results of scientific investigations. 
C. Petitioners’Contention that theIuly 
91 Staff Memorandum can be 
Implemented only Through 
Congressional Authorization 

The petitioner5 contend (Pet. 48-49) 
that the paper NDA policy is unlawful 
and that it cannot be adopted without 
congrbssional amendment of the’aot. In 
support of this contention, the 
petitioners argue that report5 of 
investigations published in the medical 
literature donot satisfy the requirement 
of section 505(b)(l) of the act for the’ 
submission of “full report5 of 
investfgattons,” because the published 
reports are not accompanied by the 
underlying data. I have concluded, 
however, that the “full reports” 
provision of the act does not require the 
availabflitv of the raw data underl.vIne 
clintcal in~estigattons except where the. 
agency determines in its discretion In 
the coume of the new drug evaluation 
process that the review of such data is 
needed to ensure a valid 5clenttfIc 
determination with respect to the 
reports of investigations submitted in 
support of a particular NDA 

As polnted out above, section 505 of 
the act requires the filing of “frill 
reports” and authorizes a refusal to 
approve an NDA if the “r$ports” do not 
show safe@ and effectiveness. Since the 
term “reports” is not defined by thk act, 
it should be understood to have its usual 
meaning as a description of an event or 
an Investigation and not the data it 
describes. (See, Websters’Third 
International Dictionary, p. 1923 (1981 
ea.).) However, the petitioners are 
companies that do experimental drug 
research on new compounds. Their 
NDA’s often contain reports on original 
research, which ordinarily cannot be 
verified and accepted without resort to 
the study data. (See Finkel statement, 
paragraph 18.) Such research is 
conducted under the exemption ._ 
provision of 21 U.S.C. 333(i), which 
allow5 shipment5 of experimental drugs 
for human testing. Testing is permitted 

’ according to regulation5 that “may, 
within the discretion of the Secretary,” 
require: 

The esfabhshnieat aadmairtfaiaence o/ 
such rewrds, and the making of such reports 
to tie Secnrtary, by the manufacturer or 
sponsor of the investigafion of such chug, of 
data (including but not limited to analytical 
reporta by investigators) obtained as the 
resuk of such investigational use ofsuch 
drug, as the SecretaT fi;rds will enable him 
fo.evaIuafe the safefy and effecfiveness of 
such dru.g in the event of the fdtng of an 
applicaUon pursuant to subsection @). 21 
USC. 355(i)(3). (Emphasis supplied.) 

The regulation5 that govern 
experimental drug testing require that 
-investigators maintain the raw data 
generated by the studies and make them 
available for inspection should the FDA 
decide to review them (21 CFR 
312.l(a)(l2)8.a.). FDA cannot require the 
submission of report5 of raw data 
directly from the investigators to the 
agency: the report5 required to be made 
of the investigations must be submitted 
to the manufacturers for inclusion in 
their NDA’s (21 U.S.C. 355(i); 2l CFR 
312.1(a)(12)6.d.). 

Similarly, the re&lations governing 
the contents of NDA’s to be submitted to 
FDA require that “reports” are to be 
submitted but do not-require raw data 
as part of the‘applicatiorm. (See Flnkel 
statement, paragraph 18.) All that the 
applicant “should” do with respect to 
raw data is provide “a statement of 
where the underlying data are avaifable 
for inspection”.(il @?R 314.1(c)(2) 10 
and 121. The resulations addressinc 
precli&al and&rlcal reports are” 
divided into separate sections. Reports 
frcim the literature are required for both 
preclinical and clinical investigations; 
for such reports, NDA sponsors are not 
required to specify the location of raw 
data. For clirdcal report5 “sponsored by 
the applicant or received or otherwise 
obtained,” the ri$ulattons call for a 
description of the location of raw data 
(21 CFR 314.1(~)(2)12.c.).Ahhough 21 
CPR 314.1(~)(2)10 does not describe the 
source of the preclinical reports for 
which raw data locations must be 
provided, it is apparent from the parallel 
organization of the section? discussing 
pre$inical and clinical reports thatthe 
identification of the location of 
prechnical data is made In connection 
with studies that were conducted by the 
manufacturer or its hIred investigators. 

Under 21 CFR 314.1(c)(2)12.c., report5 
are required to include “adequate 
Information concerning each subject 
treated“ and other factors necessary to 
evaluate properly the execution of the 
study. This information is required to be 
in the report. The adequacy of the report 
is central. The regulation also states that 
“ordinarily” the report5 will not be 
considered adequate unless they are 
supplied by at least two independent 
investigators who maintain case 
histories and other data. It is, of course, 
clear that what is “ordinarily required’ 
is not necessarily required in every case. 
When published reports on a drug are 
acceptable as a basis for drug - 
evaluation regardless of the availabilitv 
of raw data, l%lA is not precluded from* 
considering them. This is the view that * 
FDA has taken when considering 
literature-supported NDAs’. (See Pet. Ex. 

19, pp. 2-3). This construction of the 
regulation5 is plainly consistent with,the 
regulations’ terms. 

The agency’s construction of its 
statutory authority and implemenling 
regulations accords with the Supreme 
Court‘s recognition that report5 of 

-adequati and well-controlled 
investigations available in the public 
literature may serve a5 a basis upon 
which experts can recognize a drug as 
safe and effective for use. In a series of 
cases FDA proposed to withdraw 
approvals for FDA’s on the ground that 
t& drugs were not shown to be 
effective. The manufacturers argued, 
among other things, that the drugs were 
generally recognized as safe and 
effective by experts and, therefore, not 
new drugs under 21 U.S.C. 321(p)(l) for 
which approved FDA’s were required. 
The Court held that “hurdle of ‘general 
recognition’ of effectiveness requires at 
least ‘substantial evidence’ of 
effectiveness for approval of an NDA,” 
Weinberger v. Hynson, Wescott and 
Dunning, Inc., 412 U.S. 609,830 (1973). 
The determination whether there is 

’ substantial evidence of effectiveness 
requires a body of publicly available 
information, including reports of 
adequate and well-controlled clinical 
investigations: 

l l l Whether a parttcular drug Is a “now 
drag,” depends in part on the export 
knowledge and experience of sclentisls baiod 
on controlled clinical experlmontntion and 

. backed by subsfantial support in scle&@ 
Iiteratm. (Emphasis added.) 

Weinberger v. Bentex 
’ Phormoceuticols, Inc., 412 US. 645,653 

(1973). See Premo Pharmaceutical Corp. 
v. United Stoles, No. 79-8227 (2d Cir. 
July 29,198O). Surely, if the existence of 
report5 of well-controlled trials in the 
literature could be considered adequate 
to exempt a drug wholly from the 
applicability of the NDA provisions, 
repprts in the literature should he 
considered adequate also to satisfy the 
NDA provisions. 

I believe it is apparent, and the 
petitioners cannot seriously dispute, that 
the act and regulations do not require 
that duplicative and ethically 
questionable drug experiments be 
carried out in humans if the existence of 
publicly available reports supplies the 
kind of evidence that would be 
generated by original tests. The 
manufacturers’ tenacity in defendlng the 
contidentiality of their report5 on 
original investigations and their 
recogniation that the public disclosure 
of the reports will aid potential ’ 
competitors in securing NDA approvuls . 
is telling, The value of published reports 
in establishing drug effectiveness and 
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petit&mers* reliance on such reports in 
their.own NDA’s shows clearly that they 
are adequate to support NDA approvals. 

Inaccord with my conclusions that 
- there ark neither legal requirements nor 

policy reasons for granting petitioners’ 
. request, I am ordering that 

implementation of the instructions 
stated in the July 31 staff memorandum 
be resumed on December X3,1980. 

The agency is, of course, willing to 
consider at any time additional points of 

” view on this and other aspects of the 
paper NDA policy discussed in this 
notice. Those wishing to express such 
views should identify their 
correspondence with the Docket No. 
79P-WWand send them to the Dockets 
Management Branch at the address 
specified at the beginn& of this notice. 

Dated: December 5,1980. 
]ere E. Goyen, 

- Commissi%nerojFood;dDkgs. 
pEt*-medlmpm] 
BLUNG CODE 411- 
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